Abstract: Some substituted acetylpyrazine derivatives were prepared as the starting materials for the subsequent synthesis of N,N-dimethylthiosemicarbazones. General synthetic approach of all newly synthesized compounds is presented. All the N,N-dimethylthiosemicarbazone derivatives of acetylpyrazines were analyzed using the reversed phase high performance liquid chromatography (RP-HPLC) method for the lipophilicity measurement. The procedure was performed under isocratic conditions with methanol as an organic modifier in the mobile phase using end-capped non-polar C 18 stationary RP column. In the present study the correlation between RP-HPLC retention parameter log K (the logarithm of capacity factor K) and log P values calculated in various ways is discussed as well as the relationships between the lipophilicity and the chemical structure of the studied compounds.
Introduction
Thiosemicarbazones are mostly prepared by the condensation of aldehydes or ketones with thiosemicarbazide.
Acetone thiosemicarbazone, which decomposes easily, can be used instead of the free thiosemicarbazide in some cases [1, 2] . Thiosemicarbazones substituted on the terminal nitrogen are usually obtained by the reaction of methyl hydrazinecarbodithioates with amines [3] [4] [5] . Klayman and Lin [6, 7] analogous N,N-dimethylthiosemicarbazones were prepared and tested for tested for antifungal, antimycobacterial and antiproliferative activity [13] .
One of the major prerequisites for pharmacological screening and drug development is the prediction of absorption, e.g. the transport of a molecule through cellular membranes. The drugs most frequently cross the biological barriers by the passive transport, which strongly depends on the lipophilicity. Therefore hydrophobicity is one of the most important physical properties of biologically active compounds. This thermodynamic parameter describes the partitioning of a compound between an aqueous and an organic phase and is characterized by the partition (log P) coefficient. Classical methods for the determination of these constants are time consuming and not always sufficiently reliable. Therefore, reversed phase high performance liquid chromatography (RP-HPLC) methods have become popular and widely used for lipophilicity measurement. A general procedure is the measurement of Figure 1 . Comparison of the log P / Clog P data calculated using the two programs with the experimentally found log K values. The discussed compounds are ordered according to the log K values increase.
The results show that the experimentally determined log K values correlate well with log P values calculated either by ChemOffice Ultra software or ACD/LogP program, whilst according to the calculated Clog P data the Table 1 . Calculated lipophilicities (log P / Clog P) and determined log K of the studied compounds 4a-4h and 5.
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